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[ftrFlf^fEH] 
[ft*JBl] ( I ) 

z 




(I) 



9IAIiAr**fc« 

[<ffc2] 



to 



*C**K Ar>*}«tt^ArM±#«SfcirLTaaa6t#L 

4 fcJiWftSSW L*o 4 t vp» t> L < (i-gi^ 

4 MiMMU£*H LX^Xi> 4 vMUftrWCfc 0 . 
Z J;£ig3§4*:{4^jtC£> 0 , Yi iJ 4 tXY* i4#^MA t 

#/l^rv\ S^£*L-Ovt i>4Wa^R7/^ 
7 1 ^ 4 MiMMtit&H LX i "s"C t> J: v 
MWM£MXfo 9 . n IS 0 - 2 (OSfflfCfc "9 . 



[ff^if2] Ar^ WSm^LX^Xii 4<, IS 

Sr 5 jer«b£m^ oi^ig&#*sat ji^ Tft s mat 
a 1 fSKflaww. 

— ^yy>f y3^-yy;K 2 -^yVf-rvu^ifcii 
2 yy-f s y y >j n/c* & , mM 1 lessor *°a 
1 mifQm. 

v ^j^^^sasaRarc* * , 1 ~ 3 

[If &m 5 ] H A;#TOS£* LX ^tfciv^i^l 

at*c* h , it i - 3 ^^-rtt^tisffitor^A i & 

[ iff&S 6 ] SUA j&^ft-maHftg £ W LT V vt i> 4 V * 



kWwyy ; ^u¥>i>L<lH8MT}l>3*i'XSt& 
^ftX^X^X^iSMTtV^ ; t h'n^y ; 

; i&m.T>l=i* i,jjn,-#-iV ; fiRr/Wf/P 

n ; «7;^;l^f^ ;y77; 4iII<7)ii*gfc£K ; 4 
A I ISffifiSWW. 

[|f*iM7] Yi^J;vy4^«Y2^>]<*T'fc-g). IfS 
if 1 - ecD^-ftifrlzimcDTtfA I %3S/L3i£'L 

fcBttOT* A I ffeJS/uM'L 
[ lf&9 9 ] n *« 1 4 fcfi 2 T"*> 0 . mtffikrte&co 
lt£g 1 ~8<7)Vvf ftj&HctEIB^Titf A I 

10] n # l -eft 0 . *^iSIS^*S-^co#^ESr 
Srr^fcliSBfc^N RCZ^i t/9lA<?3Wffi*« l7>- 

y'CY 2 ^MfSMV tc/ 4/S{4CYii>4t^A 

h ^ yxiiitfc ^> . it 9 izm<vTtfA i jKSrtat 
m. 

-m*H:iaac7)r^A i ^TtiisiJo 

[fftdSHl 2]S(II) : 
R 1 



if^ili — i ocoi^ 



1 



(ii) 



fc« tfn 'J /I'T* 0 , R(4?J<«4 tzmmc7)V^)VXh 

wi{iCR 3 4^(4N-r-abO. r 1 , r 2 . r 3 . r 4 s 

•g.) T'^S^^-fb^s f«7o h'7 7 7\ -etL^c^l! 

[|f*JMl 3] 5t ( I I I ) : 
[^4] 



R 



Y' 




,R 9 



,10 (HI) 



(5$t£, He t^itTU^/V, 7'J;K f-x-;P4/S(4 
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<£ \^W$.T)V*)VX*fo D . W2(i:C R 8 £ ^aNt'fe 9 . 

^LX^XhX^iSMTJ^fV. tuV^is, mWiMi 
&LX^Xh£^{$MTfoa*cis%>V#-/V. yT7, 

X V vc J; V ^#i§^^SK1S«^ST-^ "9 s R 6 . 
R 7 . R 8 . Rst5£Z/R 1 vi±&*m±LX7m. 

* / B8l*£1r 1 T V ^X t> X I M&WiT}\/3*cis% )V# 

-/k mmm^Lx^x^i^^r^ytfzimmm^ 

^LX^Xij^T^VX'hK). R 6 . R 7 i3J;tm 8 co 
^-?tifr2HZ—ffilz%;'oXmZMf&LXi>£<, m{2 
1 £fzi±2X°foK> , SSHii#^3teL.TlS^^i£i^ 

[ffif<II 1 4 ] W2#C HT*£> 0 . R^vkfitifc/tiiffiiM 

[00 0 1] 
[00 02] 

[ ] mm&bm&Z: b^mm mmrnt 

tlXUh. mz{&ktnV#?y^7 (LDL) (DSSSL^m 

m^mm-t^^DLssmit. mmmm& (chd : C0 

ronary heart diseases) C0$R ^frZtl&WM 1 ?- b £tl, 
X^f-yffitrffl^TJfil^^LDL^lxX-rCf— )V ( L 
DL-C) l^T(fl.LDL-CffiTiatt, 
•f n -;Hffljffij£.;g t-fc f f h C H D co?m & J: VWm^ 

L . C HDlf«fi4 0%liLD L — C fi^'IES"^ 
•9 . i *1 CiiLDL-C ffiTSE&Ji:^ L t * 

ttAOtffy^? (HDL) ai/Xfa-/I^ (HDL- 
C) fi^'ffi^t^^-rv^„ itt. ^ffiHDL-C 

mmtfc h d ■ nmm^fmm^xh 

[0 0 0 3] HDLil «4 5 <7)iifiJ^ral-x^rn-/l' 

mmxmm^wi^Mt: tx v v& „ hdl^m'j ^ 



A I (&.TTtfAI tf$~t) bmZtl&Ttffy^tf 

emmmmmzm^ t . mm*t>&m%? i^xfn^ 

(FC) t UVJWtSgrSffiLTtt^L. Pre^-H 
DL^nfjm&U^W^il&S. pre^-HDL 

ft3t,z&Al l zM y )iL&tifzFCiil/i/?-y auxf-n 
-;17 y;l h 7 7 1 ( L c AT ) [zl^av 
Xt- U /laix//!- ( C E ) >,z^mzti& bbh izmT^T 
A XtmX L«t«H D L ( H D L 3 ) ^b . 
MAH D L tifcfcSfc «t otl^ <J5ffi^*e*fi*^i 
Ztl&CDm^FlZZ t>t,ZM£ ^HDL2mi>„ 

%m^\,z^^h^vx^))v^x ; r}vw&9yt^ 

(CETP) ^fM^gtt. CEiiVLD^LDL^rt' 

i^t3l/Xfn- ;Wc7)5l#fe# tpre^-HDli?) 
[0 0 04] HDL(i3PX7 : -a-/V3ilE^^^T 

,"Bixh.4 ^fifeO — 5(i . H D Lc7)±g&fl§j£jfcfr v C£> ^> 
jflltfT^A lS«$rmSDS-e-l)7ji£T-S.-g.« H D Lc7)i§ 

anii^r Ltr^A i comm^Mm-t^ i><vxu%^ 
fjK tjT'a i cDMmi3.HDLMmmmzm.mmz%t^ 
hxfoho^bte. ^isx^v-^mzmmz&it&T 
7t°A i (o&m^^x i s . mmrKA i coir 

HT'OmRNAV^P-tJfilcfT^A I ?y<7M3o £tf 

hdl l^/i- i: mm comm^h hzb am t* mz $ tix 
iflL^r^A i aaEt±#s-e* ;ti s t§M, fesw 

tCHDL«fgSr[tl±S-ti-, r?VXf-n-/^lE3M^OvS 
i - -/^V^X^T^A I ^S-^L^^-f^'ft^-rVP 
T^A I ^vStt'fbS^^^^jflL^HIWM^. K>H 

^oftUHDL^MW^^^^^mt^ff 
[0005] *«wtflift'ft:^*i:aiR^«3itirr« l 

It-^-^'G B 2 3 2 7 6 7 5 . WO 9 9/0 7 6 6 9. 
WO 9 9/2 4 4 04. US5670066, DE19 
7 344 3 8. #IB^6-4 1118. W3-14 
5 6 8. #HT4 -253974. WHFF 1 1-147 
874. Journal of Pharmaceutical Sciences vol.68, 
No. 7 , 827-832^C|Etl§fcTV^^. itL^{iV^"fil 
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*CV*4. WBPF3-68 5 9 2t;{iJflHK4iObU^U-fe 
5>f F£1KT£-1*\ i*WCHDL-CV^±#§ 

fe'Stt-ftT'^S (Chem. Pharm. Bull., 44 
(3), 547 (1996)) „ £tz. WO 9 8/3 9 2 8 Oti 4 
ITWO 9 8/024 1 2 iZtgMeMb&folZTi'Jl'C o A 
3i/Xfn-;l^ry;lh7yx7i7-^ (ACAT) 

m£ia*-rs. sifi 1-17 1 84 s^iea^i^ 

U-t^-f h*<^fc-£j££««$-£. WO99/07382 
fci M&ztffc&flrtiv 7 n 7 r - /x^^. y x> -SWfls 
H*LfftB*#*-* . #WFP 1 1-1 5 8 1 3 3 fcUtttf) 
fc^ttli L D L m&m& =t O'A C AT fflHWffl £ Irt 

f^M^^-XA^<M^fS h<nX*$>%><, TtfA I oft 
Jnf^ffl&^S-fb-^HjJ^^BU^ 5-2 2 1 9 59. WM 
T8-2 9 1 0 9 4^M, WO9 7/09 048f& 

[00 06] 

[00 07] 

1 ) 3* < I ) : 
[<ffc5] 



(I) 



[•ft 6] 

£ W LX v ^ttiv ^jj*at fc L < {4^8io3? 
z }4B§»4 fcliBWC* 0 . yi *s ± try* J*8-*33l£ L 




tf/l^dfi^ S^&W L "Ore M£i&T/P 

aasaK*T& o » 2ja±«oY i ti iV2jjLfc<oY*ii-t 
a i fgjjDtitsi 

[0 0 08] 2) Ari*s. g^S^WLT^T^i 

s^aiifeiiraifi^fsifiMisfc^T**, disk 

<DT*°a I ^Jg/utMs 

3) Ari#^l^tlg&8£*LTVVCi>J;^2-t° 

a vwj;k 2 -^yv^r/y;i^4/c(42-^.>' 

7W 5 r/ y /WT"£> 4.1) lEtt^T dtA I HilTut 

7f#^a*^T*^». i ) -3 ) ov^-m^tciBttor 
^a i mi-fmm. 

5 ) igA^'ama^* LT i ct V \? *->V£tzim 

1 ) - 3 ) OV^^tCiaaOT*fA I %Jg?t3tt 

[0009] 6 ) JSAj&^ft^wasswL-avcfc 

Testis ; ^iy^rv- ; ^^^/^^^ ; TislVtt 
is ; ^/^^i^ ; W».T)Vzj^iy^)V^—lV ; «7/l 

*ji-hL<&iSM.T>'/\sX*mi&ztix^xi> iv^rs 

-In ; «7;l^/lf^ ;y7/; ^Bc0«*R^ 

a ; ifcur/Wf uv^df.^) 5 > istsor 

?KA I ^/L»J. 

7 ) Y^kV/±tzl±YZtf7mXfoh . 1 ) -6 ) CD 

8) Z^^T*^, 1 ) — 7 ) OV^ix^KIBtlcOT 

*f a i imKMm. 

9) n#li«J2T'fcl ««3& t ^T*6^'W#4*^ 
■f , 1 ) -8 ) OVvf¥u&»fciE«<9TjKA i 

SI 

10) nj&i 1 Tfc 0 . ^ofij^^^cO^Sr^^-^ 
8r^-»*ftS:S?t^'t{4aafo& s N RC Zfc iV'C 

owflufetfte/i itscYi ti&imA (Dmm* v^y 
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xisit*^ 9 ) imcorxA i mumm. 

1 ) — 1 0 ) cr>\^-?tL-t)Hzm 



tor^A i wmmm. 

[0010] 1 2 ) it ( I 
R 1 

1 1 1 



I ) 



R 2 - 



n 




HetM-R 5 



(ID 



(iW. Het'lit'Jy;K 3-f-x-;l^ 

D . WitiCRsa^tiN-C'^O, R 1 s R 2 . R 3 , R 4 fc 
J;VR 5 (i#^^iLT7j<«. tFnJf-y, fftar/l^ 

•g>) T'^StL&^I^L WOI'7 7^ ^fLt>?M 

[0011] 1 3) 3K ( I I I ) : 
[•ffc8] 

Y 1 

(III) 



N 




R 



(gfrK H e t 2 (ib°U i?jl>.. 7!J;K 7^x-/i^^U: 
=fc 0 , W2{i:C R8 £ fc|iN*C2fe 0 , 

smmmLx^xi>£^y ^-frttzizmmmz^L 

X v vc J: v ^IS^7?#^a*^aT-^ 0 , R 6 s 
R 7 , R 8 , R 9 feJ;VR 10 {i:#^^LT7k3|, v\ny 

W^ttLx^xi>£^wscr>vzi*i/i)>v-# 

^TLT^Tt J^Ti-vKT $>9. R 6 . R 7 &J;t/R 8 co 

1 4 ) W^C HT* 0 . R^VKS^^aiKsr;^/!' 
•C* 0 » HBKW^TiS^flSPSSiS^-. 1 3 ) gdMMt 

[ooi2] § fbt:. ±iait^%. *<rym F77 ^ 



[0013] *HBffl#+^j3^T, n*i2<73^. 2o 
OY 1 i Xf2r>C0Y 2 (i^^'flJt&oT t «fc 

*F£ L < JiKsgit l - 3 oifglfe J: T/ftffiJtnT>v*n> 
Mxtf^f/l, xf/l, n-7nt;K A V 
TobVK n-y'f-;K AVy-i-Jl'. sec-7'f/k 
t e r t -y-f-ZK n -^^f-ZK >f V^^/K 

3^^^;l-^-/l-. i&kT)V*>VT 5 7. -h 

[0014] r 7»7l-df P^^df j (i, M#:6^t:{i 
h„ rWMm$:^LX^Xi>X.\^&kTJV-3*isi com 

coBmat{i±ie rjiB@££3rL , ovr*>J:vMS»t 
T/l-df/L-j <^)ffiftSi:|ai«fS)-S.. r Ty/lj tliTn 

y^-U/P. A V^U/K ^V'J/K bVs'n-f;U. ^ 
[00 15] r^yg^irtTv^fclv^rv'/l'j «I 
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[0016] rsm&m&mttoma&Mi t u, 
aasst 3 - 1 o „ l < {iM*sx s-s <oimmx'$> 

*), &M<7)1i!.mzibLk<7)~Wi£-£ : £-£LX^Xi> i^ 

y^o/f/k yyn^y^-/K y?o^y-f — 
/y yyn^ry/K y^n^f-try^ y^n^f 
7K y?n^7f->l> y?n^?y*x-yl/, yyo 

y ? n y - ;i^tj J: V y 9 n x y tf 6 ft S . r * 

m^mwmmsmx ta. 1*13-10, »*l< 
yn) 

[0 0 17] r^cD^K^^Sj fcfct, N, S 
t> ±V03&»i»ffiBt:W3fLfc^ n ]K^ail*Jfc: 1 ISA 

y/K >f5^y*u;K b^yy/K byyyy byyy 

/K by$y*/K b^y~/K hUTVU/K h'JTy 

^tyT/u/i/, -fv^-rvi;;K -fryy/y f-r 

y^^y'— ;K y^y^-zK y^yy 
/K y>Ty-/K ^fs^/yy-;!, -f $*VJ- 

^-9— /P. :^fWy y'x ;K ^t/'J-ZK b^9 
yrvK b^yy^K b5-/K t^yjy-^, b 
7VJ-/k bu y y*^;y bnyrjK fl7t Fn 

ft*-*-*. r^^n^Sj fcli, ±IS rjfiig^ 
£-&*U #?iL<tibyy/y t'JSy-zk bay 

[0018] r-^^t*asig^Sj tid:, z^am 

tmS LfcJJSHft 6-12 ^7?§f£4 ti^SBiSfce 

ft*«Wit7f;k -f>-r-^. 
-f-/K yb HDt7f;^iy : fh7t Fn-f^f-/!- 



JS^£N, S&it/O^ffiStM^ft&^oJg^ 
tH LfcaHfrffc£**ft£'*-* . «i.if>f y F y 
■ivA>Y y/K y f y y— /t- , ^y x>r = yy y 

/K -{yf/y/k i/y/ij-/k 7^7y-/k ^y 

xt^ftyy?k 'syxMywy/k ^yx^i?- 
y'7/y;k <y/fryy/k ^yx>r y^-ry y 
/K ^y/fTy'ryy/k \y/7'j/k -fyo-y* 
7'J;k ^yy'fx-;^ ^yyiyryy;k -f$y 
ye y yyp . f y ry n b y y;p . 5 yy ^ry y 

t7yVt"y^y'x;k a^yy-;y 

^fy^yy/k ^y^Mfy— /k tu— ;k yf'Jy- 
)V, t7f y y-;^ it/ tf ^ yy b y ?v—hm<rs% 

ykjx/k -fy-fyh'y-;u, ytb*n^yy;k y' 
th"n^fy^yy;k fh?tpoVJA', fl7t 
Fa-f yjfy y/K 6,7-y'b Hn-5H-[l]by Sy- 

<yy>ry'-/K ^fF^b Hn^yjf+j-y^. y 

^O^yfyt'iJyX/K 4,5,6,7-f l7t Fn-lH-f 
yF'J/k 4-^y?o^x/k 3,4-ytHn-2H-< 

yy*[i, 4] ^fy-;^j;yt"n y y'^y^y)#^# 

^yx>f s/yjyk <yy^-^-tfyy/y. -^.yx^-df 
tyT/y/k 'vyy'fryy/i, ^yxfryryy 
^y/yy/k \y/fxx/K -rsyybyy" 
/k Mjrynt'jy'/k ^yy/k ^y^yy/nsi 
t/^y^y-/^-cs>i.o [ rMcn>^mmmm£ 

Sj fcli. ±IE r-^iS«^*j Od*y 
[00 19] raa@|^L^v^«>i:vv*3|l4fcl±z. 

(i-S«5f #^-fbk^^a j y)a^»^ LTi±. ^ 
ny'y ; b Fodpy ; b Fn^fy h L<!i£i& 

MT^^z/XW&ZtlXl^Xi) X^^iSMT^fV ; >\ 
oy>, tFo^y 77/1-^yt L<lifiS7/l3^ 
isfDVtf—JVXW&ZtlX \vxi>z.\ M&WlT>V^* y ; 
Anyy, hFn^fy, */^ya<(ifii7/t,3 

df y #/i^xvkt-ffiH § ftr t J: v «r/^x 

; Any>i,L<i±t Fo^f^t'BljtSfLT^Tt i 

y. b Fn^yt LOMar/i^^tSftSft-c^T 

*> J:V^ef*SfeK-fb!kSHieai : 7y/l ; 7y;^^f 
y ; dry ; ffiRT/l'3^fv'^;^^A' ; 

WM^tix^xii iv^rsy ; b nyyy : xfd : y 
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ij&T /y ^ y £ ftX u T t J: ^4i8S t L < Ji-lS 
M ; ^n^-'y. h Kn^fyC L<li«7M;K"lS 

$ft-t^Ti j^^y^y ; m^co^mmm** 

y ; :*=*V ; Sil/Hr/Wl/y^^fyfiW^ 
ft. 1 Wi^ffiK^XiM^k: fL^^SHtliS tlX 
^Ti.J:l\ if 4 L<ii^n^y ; t Ka^f^ ; ao^ 

y& L<(ib w*c^Tsm$tix^x t> ivMsar/y 
$tr ^ y # /i/ sjf ryp-raHfts v > r t x \ m&sct 

ivy— IV ; mkTJV^lV^ ; T : y)V ; Ty/W^fy ; 
AjPtf* k ; ^T/y3^yyy/ktf-/y ; filT;lJf;l 
£> t<(iT>-^T'WSti.T^Tt iV^TSy ;tl'7 
y / ; -hn ; y// ; 7 ; Wm^tz\HM<m. 

mm$M ; ; axti^mr^vyv^^x-h 

[0 0 2 0] riilJflLt^tfciV#I^)Mft 

fcii^-byy'/yj feitf ^naatt^tL-c 
y/K 2-^yvyyw'J/k 

*j m^mm&tmmxhh. ntt<i±^nyy ■, b 

T/y^yy ; ffiSiT/yn^y ; ©&T/y^— /y ; IfiS&y/y 
*JV^# ; yy/l- ; Ty/M"^ y ; #/y#3f y ; IM7 
)Vn^^f})Vif^~)V ; ffi»r/l^l/rK8t$iT/0*'t fc 

iwrsy ; fiir/t/n^ytaisfiTv^tiv^ 
[0021] rsg^^^^^ff^ii^^i^a 

¥§r3rr&±t2 rj)taii^izaK^!WMiaiK*j 

(44-bysy^/K 3-t"'Jfy-;K 2-t'7y^ 
/K l, 3, 5-l'Jry>-2-f/k 2-tn'J 
/y, 1 -£/>J43 -b^VU/K 2-4fc{i4--fSr 

yy>K 2-4fe«4-*4fi^/y;K 3-4 v**-* 



yy;k 1,3, 4-Wy*r/- /y- 2->f/K 

l, 3-f-rv— ^-2->f;K i, 3-frvwi- 

4->f/K 1, 2, 5-fTyr/-;l-3-^f;k 
1,2, 3-fTy'r/-/l/-4->f/k 1. 3, 4- 

fTy'ry'-/i-2-f;k 3-y ywj/k 1, 

2 , 3 - h 'J TV— /y- 4 -A)V, lH-f b 5V-;> 
- 1 -y/K lH-xh5V— /y-5-^/y^Oi£3§<0 

^SKisass^Bfe iV2 -^yx-f 5 yv y/K 3 - 
^.yXA VfTV'J/k 3-^yxw y^yy;K 2 
-^yxyj-^-tj-yy/K 2- / \yyfrV ) J;k 1 — < 
yy>'jryu;k 1 -4/i(i3 -yy^yy/k 3- 
yyyy~;k 1 -4feii3->f v-r 

y^J/k 2-t7fyy-;k 2-, 4-. 6-4>t 

i^7-7fyy-;k 2-. 6£tf>{48-ry— /k 1 

-4fc«3— iV*S 'J/K 2-^yiJ;k 2-4^(4 
4 -3- -hy y ri/K 2 <j ^/i^oDrSK^rS 

«ct) 1 ydicvm&MT&mcDimtfWj&ztlx ^tii 

ly 

[0022] rR6 v RT^it/RScriV-i-ffL^^Oti— 

r=5:-5ti«j -rs^s. Rk Rk R 8 ^o-r 

fu&> 2 o# . &£- LT v b y y yS4 fcii b y s y> 

s^'y-mtft^y u;k ^fy^yy;k ^yu- 

7fyy-/k ry-;K trUHsj-^y-zK f- 
hyb KnJfyy/k ^fhyb h*n-<y^y v;vtfzlZ 

[0023] 




t(4, Ar2fcBRB*«li&^LJt— IR*fe{4HaicoaS. 
[ftlO] 
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<c) to XX) 6:i xx} 

XXI XX}j6q tQQ-cjc} 



0, R 11 , R 12 fc=tVR 13 (±#^^irL-C7i<|| ; Any 
y ; h Fndfy ; Anyyi L<{±b h*n=* ^-CBJftS 
ftT^Ti>i^ffii&T;W3-;P ; Aqfy N t Fn^y^ 

* ; T^/P ; Tv'/M^v" ; ti>V#*is ; fi»T;Pn^ 
[0024]iBi^nAr2tU(l 

yHfyatft^tW^ii*. ^^^lIA^Mfk^t LT. 

14, 2-. 3-J^tt4-y'tFnf7^^ 

/K 2 — 4 tzli. 3— A VK'J — l-4fcJi2 

--fyy-zK 1-, 2-4Jt(i3--f yf- ;K l- 
47ti42-7 i h7t Pot7^I/-/K 2-, 3-4^ 
(44-1,2-^'b Fn^y 'Jx/K 3-4-^i±4--f 7? 
nv^, 2-. 3-4*rte4-?nvr:/K 2-. 3 
-4^(44-^0^-^, 2-, 3 -4^(44 -f^? 
ny^/K 2-, 3-4^«44-^.>-y>^-b 0 ^-;K 
2-4?t(i3-^b Fn^yv"fx-;k 2-45tJ43 
->?b Kn^yyy'J^, 2 -^yVU.yy^V'J 
/K 2 -2,3-yt Fn<yy(l,4)y^^y-;P, 2- 
4/tii 3 -3,4-i^b Fo-2H-^yy(l,4)^fy^ 
/K 8-4fcti9-6,7-^h Fo-SH-^yy^n's. 
Tf-^fe i t/2 - „ 3 - 4 Jtfi4 V-4H - 9 a 
y-^WW'^&o i»B*«IB^-SAri k LXli 
Ky^ymcoifo. MMSVVityffi, \f^ : Jym&i.Xf 
b°y ■zitymmnemm. en-MS, 77>i, 

rv— Afl^tio 5 HiSiit/t^y uyl, 4y^yjy 
» tj i tx>r y f -/wss^- m^mmmtmf s>*u 

LX \^X i> X v fctdL3ltoiftfb!k*3IK 



yyyx/P*yBL ^i 1 7K4^{i^xy^co^r 
ttlS^tS ; Ty^7A, hV *^)PTy^— 1 7M,£fz 
\±YV^)VTy^-^I±mcO-%WgMcr>t& ;tF'J7 

/K 37fxf ;i#«Anyyft7^;l/}: ; 

[0026] t?z. ^%m^h^-^mt^<r>Tu Vy 
•y m&-fr*& . 7n F 5 ■•/ y k Si. ftSWtefclifOH 

wtiWirc & «. a * #^£> tc« * Accost** 

i£t±. W^fi'D esign of Prodrugs, 
Elsevier, Amsterdam 1985 HIE 

S3t$ixS T 5 FfSW#:c0 =t o ^7n F 5 •/ y^"M^£ 

hFn^fyJ:a^7y^A7^ K4fcl±j« 
^^.-BiiE^kSr^JE^ii:^^ t OSiiSix-g»r^ 
J: o *7n F9 y y^'M^SiiS . 

[0027] «i.tr, ^fswtffis-ffc-^fts^r s y *w 
rsy^^-f-^-ft^tjia^K^nyy 

^4^t4ii3 : 5riE'^^te?J<^Jk SrSJCGS4i:^ ; t i 
*fWHt*4fl:^«l ( I ) j&CRffJRaRM^** 
■r^3i-^-**tf. 4fc, *5&BHfc:ffi*'ffc£8i ( I ) ^ - 

[0028] *3ftW(Cffi&fl:^*«^TT7K A I ^/l 

m<^^mmtmm^mttzimmm£^Lx^xh 
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y. ryiv^^y, fiivtf^y, w&crfV^^-y^DV^ 
-/k w&T)V*)V$.tzi>±m®cry)Vxwm%irixux 

y^X'foh (1XF, Ari#Arl-at*4tt4) 

ib£*, Ar'i\ ama^*LTv^Ttj;<. 

{iraiW^#^1£3KSbeS (££TBJft£4:fi±ieAr 
1 -afc|p|«) T*4 (J^T, AritfAr 1 -b"C* 

[0029] Ar 1 ^ i&mr/^fl-tfziiT 5 /TM 
(I2TF, Ari^Arl-ct^SitS)^ 

wsrf-xtb h mmmco&mt tz^zM^mmmm^ 

mX'foh {VAT. Ar'^Ar 1 -AX'hhfth) it 
Arij6»2-*yU;K 2 -^y^-f >J 2- 

VU;K 2-«t/'J)k 2-^X*^fV'y/K 
2-Jt^-^i>'rVy;P. 2-Ky>>/K 2-b'US^VP 
4 fcli 2 — f 5 -TV >J S ( J2TF\ Ar^'Arl 

[oo3o] 2) mAifimmm^Lx^x^k^msk 
i>L< itzM^mmm^mm^mt tzimmm^ 

LX V >T i i L < li^O^SaggRafcrSS 
(c\c\X'WM&tWwyy, ^nyyxM^^tiX^ 

tu-zm-^, ry>v-**y, A)V^y, i&m.T^ 
a *yijjy#-}V , <mr;w^/U43t(±ffi^T vvi-T-E 

T v vt & i v visas L < (i— ^5r#K^^ST'* 
y, T^yyy^yhL<i±y^—;v)x-hh (&, 

xxj xc w6ci 



AtfA-cX*$>&k~t2>) ik-€$®, 3L—)V^ 2 

-i-y+ju* 2-i,t<fS3-7>j;K 2-i>L<{£3 
-^-x-/K 2-t> L<tt3-KnU/K 2-, 3-*> 
t<{±4-h°>Jv ; ^, 2-W>^'J/K 2-^yy"7U 

/p. e-^f/'j/K 2 -& Kiie-^yyfx-^i; 

fcl±3-2H-^nptr:/l'"Cft5 (J21T. lAi>'A-d 

[003 1 ] igA# 
[Ikl 1 ] 




Xfo n , Ar^A-a T*> & ( ITF, BR A# A - e f 
[fcl 2] 

"C* 0 , A r ^ # A - b T-fc § ( JJTF, SSA#A - f T 




T*& "9 , A r * 36* A - c T"fc h ( J2lT\ S* A#A - g T 
[^14] 




c-fbi 5] 




0, R 1 1 , R 12 J3J;VR 13 (±#^MitLT7j<||; An) 4 
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y ; b Fn^y ; Anyyfc L< Jib Fn^ytfi^ 

#/W«f ^ fc L < ttffittTVt-a^f y*^^/K'ti3 
tiX^Xij i^filT^n^y ; An^y, tKn^f 

* ; 7y/^ ; 7zsfV**is ; ; ttT/^^f 

TWC h ;hF7y7;-Fn; 3>ry ; 7 

[00 32] 3 ) R**^T*£^ft. 
4) Z3&«|J»T»&ft^B. 

[0 0 3 3] 5) Yi*5itXY2 3&*#/?ailLT**. ^ 

T\ Yit5itXY23&*Y-bT*>fti:-r6) ft-^ft. Y 1 
tSiVYa^TKSR'C** (J31T. Yi*5±VY2#Y-c 

[0 0 34] 7) R^VKSTftO. Z#R*T*9. n 
tfOt*^ Arifeit^SAcOffl^^ ( Ar 1 , 
A) a^jaT^fc^T**^* 

(Arl, A) = (Arl-a, A-a) , (Arl-a, A-b), (Arl-a, A-c) , 
(Arl-b, A-a), (Arl-b, A-b), (Arl-b, A-c), (Arl-c, A 
-a), (Arl-c, A-b), (Arl-c, A-c), (Arl-d, A-a), (Ar 
1-d, A-b), (Arl-d, A-c), (Arl-e, A-a), (Arl-e, A- 
b), (Arl-e, A-c), (Arl-a, A-e) , (Arl-a, A-f), (Arl 
-a, A-g), (Arl-b, A-e), (Arl-b, A-f), (Arl-b, A-g) , 
(Arl-c, A-e), (Arl-c, A-f), (Arl-c, A-g) , (Arl-d, 
A-e), (Arl-d, A-f), (Arl-d, A-g), (Arl-e, A-d) , (A 
rl-e, A-e), (Arl-e, A-f), (Arl-e, A-g), (Arl-e, A- 
h) 

[0035] 8 ) R^mxh o . ztmmxh o . n 

r 1 . Y 1 &£tfiY*mfit^A0Mfr&£><£ ( Ar 1 , 
Y , A ) 3&*J2TF£> fc £>T* h 

(Arl, Y, A) = (Arl-a, Y-c, A-a), (Arl-a, Y-c, A-b), 
(Arl-a, Y-c, A-c), (Arl-b, Y-c, A-a), (Arl-b, Y-c, 
A-b), (Arl-b, Y-c, A-c), (Arl-c, Y-c, A-a), (Arl-c, 
Y-c, A-b), (Arl-c, Y-c, A-c), (Arl-d, Y-c, A-a), 

Z Y 1 

Ar 1 -NHR + Hal^^V(J 
(A-l) (A-2) 



(Arl-d, Y-c, A-b), (Arl-d, Y-c, A-c) , (Arl-e, Y-c, 
A-a), (Arl-e, Y-c, A-b), (Arl-e, Y-c, A-c), (Arl-e, 
Y-c, A-d), (Arl-e, Y-c, A-h) (Arl-a, Y-b, A-a), (A 
rl-a, Y-b, A-b), (Arl-a, Y-b, A-c) (Arl-b, Y-b, A- 
a), (Arl-b, Y-b, A-b), (Arl-b, Y-b, A-c), (Arl-c, Y 
-b, A-a), (Arl-c, Y-b, A-b), (Arl-c, Y-b, A-c),(Ar 
1-d, Y-b, A-a), (Arl-d, Y-b, A-b), (Arl-d, Y-b, A- 
c), (Arl-e, Y-b, A-a), (Arl-e, Y-b, A-b), (Arl-e, Y 
-b, A-c), (Arl-a, Y-c, A-e), (Arl-a, Y-c, A-f), (Ar 
1-a, Y-c, A-g), (Arl-b, Y-c, A-e), (Arl-b, Y-c, A- 

f) , (Arl-b, Y-c, A-g), (Arl-c, Y-c, A-e), (Arl-c, Y 
-c, A-f), (Arl-c, Y-c, A-g) , (Arl-d, Y-c, A-e), (Ar 
1-d, Y-c, A-f), (Arl-d, Y-c, A-g), (Arl-e, Y-c, A- 

e) , (Arl-e, Y-c, A-f), (Arl-e, Y-c, A-g), (Arl-a, Y 
-b, A-e), (Arl-a, Y-b, A-f), (Arl-a, Y-b, A-g) , (Ar 
1-b, Y-b, A-e), (Arl-b, Y-b, A-f), (Arl-b, Y-b, A- 

g) , (Arl-c, Y-b, A-e), (Arl-c, Y-b, A-f), (Arl-c, Y 
-b, A-g), (Arl-d, Y-b, A-e), (Arl-d, Y-b, A-f), (Ar 
1-d, Y-b, A-g), (Arl-e, Y-b, A-e), (Arl-e, Y-b, A- 

f) , (Arl-e, Y-b, A-g), 

Ti>&4fc&fo* wnF7 7^\ ^ti^mmum 
[0036] mz-fct L^Mk&fypymt LTTta^^ff 

Ia-l, Ia-3, Ia-4, Ia-5, Ia-6, Ia-7, Ia-9, Ia-10, I 
a-16, Ia-17, Ia-18, Ia-23, Ia-27, Ia-29, Ia-30, la 
-37, Ia-38, Ia-39, Ia-42, Ia-44, Ia-45, Ia-46, Ia- 
48, Ia-53, Ia-54, Ia-55, Ia-59, Ia-60, Ia-61, Ia-6 
2, Ia-63, Ia-64,Ia-69, Ia-72, Ia-95, Ia-97, Ia-10 
4, Ia-105, Ia-112, Ia-113, Ia-118, Ia-119, Ia-144, 
Ia-145, Ia-146, Ia-150, Ia-152, Ia-153, Ia-156, I 
a-161, Ia-162, Ia-177, Ia-204, Ib-01, Ib-3, Ib-4, 
Ib-6, Ib-7, Ib-8, Ib-9, Ib-11, Ib-12, Ib-13, Ib-1 

4, Ib-144, Ib-17, Ib-18, Ib-19, Ib-20, Ib-24, Ib-2 

5, Ib-26, Ib-28, Ib-35, Ib-73, Ib-97, Ib-102, Ib-1 
05, Ib-131, Ib-137, Id-l*5j:tX Id-11. 

[0037] ^m^zmut^m < i ) is. mz-imco 
m^mt^v i &®M4 (1977)6, 79jifc« 

r »4B»Wt?||i (1992) 22, 1 38jf^ 
[A^] (A-l+A-2-^I ) 




a) 
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tmm) 

Mil r5yffl(A-i) tm^uyyim (a- 
2 ) . ^aj^^T-fb^ ( i ) z^m- 

tijyX 3fi#l<7> (A- l ) 4fclii?^^rsy 



O Y 



Ar NH 2 + HO 



(B-1) 




I r> n 
Y 

CB-2) 



(iW. #lE-^{ifrfBt|5|») 

#/W?iAf 5 F^OJBi 
7jc^M^#£T\ rsyffl (B-l) 
( B - 2 ) £Eg*J|&£Rtfi§-££ ; t HJ; "9fti^J 



O Y 1 



[0038] [Bffi] (B-l+B-2— I) 
[ftl7] 



-H P 0 



Y 
(D 



JBIlwaBKMrcfT If J: v * . 
[0039] [Cifc] (C-l+C-2-^I) 

O y 1 



Ar 1 -NH 2+ HO - 

(C-l) 



a 1 ) 



Y ; 

(C-2) 



(*K #iE#{±mrlBtliFil> 

(C-2) CO^-KJtET* "9 . Eur. J. Med. Chem. , (1 
994) 29, 841lEt!JO?ji£^J:^T^M£*.§> <> gp*>. M 

^y^fcfflwctf/i'iKvH (c-2) £?Sttffcft, rs 
yhSJE^itmfftS^j ( I ' ) jtm^ftS,, jffiKt*. 
^b^f-P^ifcti-r N5b Fa? 7 y^&ffli 

[0040] JJE^3^^#£ixfcR#Ht>&54b£^ 
( I ) b^nyy^T^iV^Tmiti-V')^^^. 
T, yVf;t/*;t/ATS F4 1 . ^fl— 8 OtrfRJE^-fr 
Si^ti 1 ?. Rj&HfiftTrt'^/PT&S'ffc&ft ( I > * 
ftSifc*^**. ZsWaWCftS-ft^l* ( I ) (is z 

jW^fcfts-fk^Hi ( i ) zwitytfzith^ym 

[004 1] ^B&OTtfA I MfatMii. HDL« 

HDLjfllffi, ftnpx-rn— /WfiUffi. ShU^U-feUh' 

JtJM'fe[l«. ^JUM. Ktfa^PSfr. SWittHD 
L^fMffi (Tangierg, «^) f$fiSWf $>tl 



[0042] ^mmzm&itsmzTtfA i mumm 

T S4t 6 i i: #T * £ . igP ia^iSffi iz^-oxm 
PL WMlPL mm. tfr-fc/WHL AM. MM. ^o-yT 
SB, y #/PM4 fctiST&J^OSIttfflv ^ttSMMfi: 

mrmi^m^mm, m?L m&mmL ©a 
mm. m&m^&ft&^~?ticDM%£ci>nmiztk j 3--t& 

[0043] ^BBtcffiS-ft^Bj^^iK-eoSiMt 
jBLfcWI^W. K^M. JSJiWW. ri^M. #W 

#fc«H*ias*?P3ro TWH fc Wf J: ^. JlttWte 

-fe/l-n-X. fifV^^i/A^-iV^ziVrt—X-j- h 'J ^A. 
5^U/HKi!H- h U ^A#. }f?KMt LTfii^^^ , X 

fry vsv^y^Ai, L<a-?7vi-d->vmt)>mf 

L < ^-;Hr;Pn - X^^fflV ^ & £ 5&^'# h . 4 
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[0044] ^m^hit-^mcDT^A I Hig/L«J 



ilfifl — l 00mg/k 
3 0mg/kg/B«K 

1 Omg/k S/^EX'hK), 



Me 



CIOC 



CJ 



[0 04 5] 

[SUSM] *SfifiJ 1 4-?nn — N— ( 4 — F 'J 
yxrs F { i b- i 7 ) 



Mey^ 



[Aj£] : p-h/H^d.07 g, 10.0 mmol) <?)?n 
n*/I^M20 ml)?§Mt-. *^Tb°U^>(2.37 g, 30.0 

miol ^"p - ^ nn<y V"-f n 11 F(2.63g, 1 
5.0 mmoD&JPx, SffltT 5B*RHW*L>fc. RJE« 

Si . *fc J: V ? nnih^ATUGJcift* L T-fe F> 
«£ 0 SSSdl L I b — 1 7 (2.0 g, 81. 6%) . 

[0046]HttM2 f-4-^xy-2-^;^>ltb° 
'J^>-2-^;PT5 F ( I b - 1 2 2 ) 

[ft2 0] 



N NH 2 



HOOC^S^ 



[Cffi] : 2-7S7 fU ^'>-(376 mg, 3.99 mmol K 
b'j7x- MX7^ ^(786 rag, 3.00 mmol) fc^n*: 
hy^an^^>-(990 rag, 4.99 mmol) cr>^f b 5 1 Hn 
75X10 mD^^C. 2-^^7xy*^>SS(256 
mg. 2.00 mmol)^Jni.6B#rFW0^S»SL5t^. 
J±S* L . * is V ii 7 jV9 n -? b 7 5 7 4 - left 
U BfflfcXf-^-^-p-y (1:3) T»ajLfe*Sft* 



NH 2 



COC^j 



9 5%X^? y— /l^j; OffgiL I b - 1 2 2 (342 mg, 8 

[0 04 7 ] HS&M3 N-^f^-N-7i-;K> 
XT S F ( I b - 2 7 ) 
[<fc2 1 ] 
^1 O 

'd^O * 



Me ^ 



I b - 1 (180 mg, 0.91 maD^J^^JVit^VKT 5 F 
(3 ml )?§}$£. tR^TF. **ft^ F U ^A(60%, 40 mg, 
1.00 mmol)A4gTL3t 0 iaCt3O*0f«ffi, 3 
->-ft;^^-;K213 mg, 1.50 mmoDSrjD^, 5B#faJRj£L 

«jes* l/s . aat 2^ u * ^ ?n?b/77^n 
ft u sfKx^-^dr-f y (1:1) 

\mM lb -27 (180mg, 85. 3%) 
[ 0 0 4 8 ] SgSS0i4 3-7x^-N-#/#t'J 

>--2--f;t—r^y/P-rs f ( i a- 9 ) 

[ft2 2] 



[Affi] :*#8HTF\ 2-TSy^-y^yy(435 m 
g, 3.00 mmol)<7)-f 15t Yu7"y>{VZ wDW&ti*^ 
MJX^TS>'(728 mg, 7.20 mmol) isV~)r ^ 

>f;Kl.20 g, 7.20 mmol)S-JHi.5B#P^JtEf*, — l£3fe 



N NH, 



HOOC 



+ 



■T5 



fc. a(My | J*f;i/?o7b^77 4— tftLifHx 
•^/V-'v^y (1:2) T^ffifJL Bffltxf;!'-^ 
-f >•=£ OBSSbhL I a -9 (128 mg, 15.50 

[0 04 9]HJS^J5 3-fJ — 3 — -f /l^— N— 
h°yi>>-2-'f;P-T^ 'J/l-TS F ( I a- 1 1 2 ) 

[£2 3] 



[Bi£] : 2-TSytry yy(0.986 g, 10.48 mmol) 
t/3- ( 3-t c y z/JJl-) T7 y;Pi?(0.746 g, 5.00 m 
mol)Ofb7hKn77y(10 ml)^$4^ ffiffi 1 - 



•< 5 F (1.006 g,5.25 mmol)^J[I^2 1 ^M#L^M 
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/77 >f-^#LPKx^-^nn7h^A (1:1) 
•CHWKft, iHfct^J: OBg B B B L I a - 1 1 2 (440 m 

N NH 2 1!— U 

[C}£] : 2-TSyh°!jyX376 mg, 4.00 mmolh 
MJ7x-/P*X 7^-^(786 mg, 3.00 mmol) 1 7"nt 
h'J^nn^^y(990 mg, 4.99 mmol) <7)-r 1- 5 b Hn 
75X10 aDiSfflttifc:, 2-^5>-T^ l J;HS(276 m 
g, 2.00 imiol)£Jn£6B#|gM^^L^£«E®S 



g, 39.0%) S-f^o 
[O 0 5 0 ] ^)SS#IJ6 3-75>--2-^yP-N-t° 
U^>- 2 — i iV-T7V)VT$. F ( I a- 1 04 ) 
[^24] 




itxf^-^ty (1:2) Ti§a^£4£ H a B £ 9 5% 
X^7— JVZ. >9SISb b hL I a - 1 0 4 (243 mg, 56.8%) 

[0051] 
[HI ] 



(fl. 4 ) ) 0 1 



-139550 (P2 00 1 -4I50 







, 0 


la 




No. 


At 1 


A 


No. 


Ar 1 


A 


Ia-1 


a 


15 


Ia-1 9 


OX 


^5 M8 


Ia-2 






Ia-20 






Ia-3 






Ia-21 


OrJL 




Ea-4 






Ia-22 




Me 


Ia-5 




T3 


Ta-23 






Ia-6 






Ia-24 




ivie 


Ia-7 


n5v. 


15 


Ia-25 




ijV 


Ia-8 


OX 




Ia-26 






Ia-9 




15 


Ia-27 


Me 


15 

N 


Ia-10 


Me 

A 

Jvlc IN 


15 


Ia-28 




Ma 

IVI 


Ta-11 




XK5 


Ia-29 




OMe 

"tit 


Ia-12 


ox 


150 


Ia-30 




15-CF3 


la- 13 






Ia-31 






Ia-14 






ia-^z 


Me 




la- 15 






Ia-33 


h z n0^ 




la- 16 


0^ 




Ia-34 




15 CFs 


Ia-1 7 


0^ 




Ia-35 




15 


Ta-18 


0^ 




Ia-3 6 


ox 





[0 0 5 2] 



[*2] 



, o 



No. 


At 1 


A 


Ia-37 






Ia-38 


fx 




Ia-39 






Ia-40 


fx 




Ia-41 






la-42 






Ia-43 




CI 


la-44 






Ia-45 




U r 


Ia-46 


fx 


f 


la-47 






Ta-48 






Ia-49 






Ia-50 






Ia-51 




^OLoh 


Ia-52 
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la 




No. 


A.' 

ax 


A 


Ia-53 


fx 


^*OEt 


Ia-54 




OMe 


Ia-55 




^OMe 


Ia-56 




^"OMe 


In C7 

mo / 


Me 
MgN^ 


Me 






OMe 
OMo 


Ia-59 




OMe 


Ia-60 








OMe 


La-61 


a 


v^t^OMe 


Ia-62 






Ta-63 


a 


X> 

MeO 


Ia-64 


Mo0 tT2L 


OMe 

vV OMe 


Ia-65 






Ia-66 






Ia-67 


NT"* 




Ia-68 




^OMe 



[0 0 5 3] 



[f>t3] 
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No. 
Ia-69 

Ia-70 

Ia-71 

Ja-72 

Ia-73 

Ia-74 
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